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1 2 3 4 5 6 7 8 9 13 14 15 16 17 18 
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1-33 2-19 3-34 4-11 8-28 9-27 11-12 12-13 12-35 12-36 14-26 15-39 i6-38 

17-37 18-25 19-20 19-21 21-22 22-23 22-31 22-32 23-24 23-29 23-30 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 13-14 13-18 14-15. 15-16 16-17 

17-18 
exact/norm bonds : 

1-2 1-6 2-3 3-4 4-5 4-11 5-6 5-7 6-9 7-8 11-12 19-20 19-21 21-22 
23-24 
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1-33 2-19 3-34 8-9 8-28 9-27 12-13 12-35 12-36 14-26 15-39 16-38 17-37 
18-25 22-23 22-31 22-32 23-29 23-30 
normalized bonds : 

13-14 13-18 14-15 15-16 16-17 17-18 
isolated ring systems : 
containing 1 : 13 : 
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AB Title compds. [I; Rl = H, alkyl, cycloalkyl, cycloalkylalkyl, alkoxy, 

alkoxyalkyl, alkoxycarbonyl, alkenyl, alkynyl, fluoroalkyl, hydroxyalkyl; 
R2 = H, alkyl, cycloalkyl, cycloalkylalkyl, alkoxycarbonyl, hydroxyalkyl, 
halo, alkenyl, alkynyl, fluoroalkyl, cyanomethyl; R3 = H, halo, alkyl, 

*' ; ,v fluoroalkyl;'' : C02H/ 'alkoxycarbonyl ^"hydroxy^^^ - , ;r 

fluoroalkoxyalkyl, etc.; R4, R5 = H, R6 =" (substituted) Ph; or R4R5 = 
CHR7CHR8; R7, R8 = H, OH, alkoxy, cycloalkoxy, - cycloalkylalkoxy, 
alkoxyalkoxy, f luoroalkoxy, hydroxyalkoxy, etc.; or R4 = H, R5R6 = Ql; Z = 
CHR11, CHR11CHR12; R9 = H, alkyl, hydroxyalkyl, alkoxy, alkenyloxy, 
aryloxy, etc.; RIO = H, alkyl, alkoxy,, alkoxycarbonyl, halo, CF3, OH; 
Rll,< R12 = H, alkyl, alkenyl, OH, alkoxy, alkyl carbonyl amino, etc.; X = 0, 
NH; >1 of the H atoms of R1-R6 or of the core structure is replaced 
with D] , were prepared Thus, Me 8- [ (2 , 6-dimethylphenyl) dideuteromethylamino 
] -2, 3-dimethylimidazo [ 1, 2-a] pyridine-6-carboxylate (preparation given) was 
heated 1 h with ethanolamine to give 73% 8-[(2,6- 
dimethylphenyl) dideuteromethylamino] -N- (2-hydroxyethyl ) -2, 3- 
dimethylimidazo-6-carboxamide. The latter inhibited H+/KH — ATPase with -lg 
IC50 = 6.0. 

IT 934248-01-8P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(claimed compound; preparation of isotopically substituted (deuterated) 
(fused) imidazopyridines for the treatment of gastrointestinal 
disorders) 
RN 934248-01-8 CAPLUS 

CN Imidazo[l,2-a]pyridine-6-carboxamide, 8- [ [ (2, 6-dimethylphenyl ) methyl - 
d2] amino] -N- (2-hydroxyethyl) -2, 3-dimethyl- (CA INDEX NAME) 




0 
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AB The invention concerns A-Y-X-z-C (O) O-B (A is derived from AC02H having 

antipyretic, analgesic, antiphlogistic and/or antiinflammatory properties; 
B is derived from HOB that are potassium competitive acid blockers; X = 
bond or linker (e.g. (un) substituted - (CH2 ) nOm (CH2 ) pOq (CH2 ) r (n = 1-7; m = 
0, 1; p = 0-7; q = 0, 1; r = 0-7)); Y = -C(0)0- with A attached to the 
carbonyl carbon; z = bond, -0-, -CHR1- or -NR1- (Rl = H or Cl-4 alkyl) ; or 
X, Y and z together form a bond; addnl . details including provisos are 
given in the claims; e.g. ( S ) -2- ( 6-methoxynaphthalen-2-yl ) propionic acid 
3- [ [ [ (7R, 8R, 9R) -2 , 3-dimethyl-7- (2-methoxyethoxy) -9-phenyl-7 , 8,9, 10- 
tetrahydroimidazo [1, 2-h] [1, 7] naphthyridin-8-yl] oxy] carbonyl] propyl ester 
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IT 



RN 
CN 



(shown as I)) and their salts. The compds . are prodrugs and exhibit in 
the human and/or animal body antipyretic, analgesic, antiphlogistic and/or 
antiinflammatory activity as well as gastric acid secretion inhibiting and 
therefore gastro and intestinal protective activity. Although the methods 
of preparation are not claimed, prepns . and/or characterization data for 23 
examples of I and similar compds. are included. For example, I was prepared 
from (S) -2- ( 6-methoxynaphthalen-2-yl ) propionic acid and 4-hydroxybutyric 
acid (7R, 8R, 9R) -2, 3-dimethyl-7- (2-methoxyethoxy) -9-phenyl-7, 8 , 9, 10- 
tetrahydroimidazofl, 2-h] [1, 7] naphthyridin-8-yl ester in THF using DMAP and 
toluenesulfonyl chloride. Data are provided for the inhibition of gastric 
acid secretion by 2 examples of I or similar compds. and for inhibition of 
COX-1/2 by 11 examples of I or similar compds. 

248919-64-4, 2 , 3-Dimethyl-8- [ (2 , 6-dimethylbenzyl ) amino] -6- [N- (2- 
hydroxyethyl) aminocarbonyl] imidazo [ 1, 2-a] pyridine 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of mutual prodrug compds. for use as antiinflammatory agents 

with gastrointestinal protective activity) 
248919-64-4 CAPLUS 

I mi da z o [ V; 2 - a s l p y r i dine - 6 - c a r b o xamideT '"■ 8 - [ [ ( 2 ,' 6 - - ! Vk : J ~ - 5 - - : - 1 '^ t --- 
dimethylphenyl) methyl] amino] -N- (2-hydroxyethyl) -2, 3-dimethyl- (9CI) (CA 
INDEX NAME) 



HO- CH2-CH2-NH-C 
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Crystalline forms of 2 , 3-dimethyl-8- (2 , 6- 

dimethylbenzylamino) -N-hydroxyethylimidazo [1,2- 

a] pyridine- 6-carboxamide mesylate salt 
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Pettersson, Ursula; Sebhatu, Tesfai 

Astrazeneca AB, Swed. 

PCT Int. Appl., 66 pp. 
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SE 2003-3451 A 
WO 2004-SE1909 W 
The present invention relates to novel crystalline forms of 
2, 3-dimethyl-8- (2, 6-dimethylbenzylamino) -N-hydroxyethylimidazo [ 1, 2- 
a] pyridine-6-carboxamide mesylate salt (I) and to mixture thereof. Further, 
the present invention also relates to processes for obtaining them, the 
use of the compds . for the treatment of gastrointestinal disorders, and 
pharmaceutical compns . containing them. 2, 3-Dimethyl-8- (2, 6- 
dimethylbenzylamino) -N-hydroxyethylimidazo [ 1, 2-a] pyridine-6-carboxamide 
was treated with methanesulf onic acid in EtOH to give crystals of I Form 
A. The compound was characterized by x-ray crystallog. 
855998-67-3P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
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AB The present invention relates to a new method of treatment of sleep 

disturbance due to silent gastro-esophageal reflux. The invention further 
relates to the use of potassium-competitive acid blockers (P-CAB f s) which 
inhibit the enzyme responsible for gastric acid secretion (H+/K+-ATPase) . 
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alkoxy-substituted Cl-6 alkyl and X = NH or O) in said treatment. 
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AB Present invention provides a new process for large-scale preparation of 
substituted imidazopyridine compound of formula (I), wherein Rl = Cl-6 
alkoxy or NH2 group, comprising the step of reacting a compound of formula 
(II) with a 3-halo-2-butanone compound in cyclohexanone . Thus, 5.1 g 
5, 6-diaminonicotinic acid Me ester, 50 mL cyclohexanone, and 3.9 mL 
bromobutanone were agitated at 100° for 2.5 h to give Me 
8-amino-2, 3-dimethylimidazo [ 1, 2-a] pyridine-6-carboxylate . 
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AB The title compds . [I; Rl = H, Me, CH20H; R2 = Me, Et; R3 = H, alkyl, halo, 
etc.; R4 = H, alkyl, halo, etc.; R5 = H, halo; R6, R7 = H, alkyl, 
hydroxylated alkyl, etc.; X = NH, O] which inhibit exogenously or 
endogenously stimulated gastric acid secretion (no data) and thus can be 
used in the prevention and treatment of gastrointestinal inflammatory 
diseases, and for treatment or prophylaxis of conditions involving 
infection by Helicobacter pylori of human gastric mucosa, were prepared 
Thus, reacting Et 2, 3-dimethyl-8- (2-ethyl-6-methylbenzylamino) -imidazo [ 1, 2 
a]pyridine-6-carboxylate with propylamine in the presence of a cat. amount 
of NaCN in MeOH afforded 42% I [Rl = R2 = R4 = Me; R3 = Et; R5 = R7 = H; 
R6 = Pr] . In general, compds. I are effective at 5-1000 mg/day. 
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